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jy^ 31. (Amended) The peptide analogue of claim 30. wherein the N-terminal or 

( , A the C-tcrminal amino acid is a D-amino acid. 

45. (Amended) A peptide analogue comprising at least seven amino acids 
-j ' selected from residues 86 to 99 of human myelitic basic protein as recited in SKQ ID N():3. 

including residue 91. wherein the L-lysine at position 91 is altered to another amino acid. 

Please add the following new claims: 

11 /\IK\X/\ A r^rvtiH^ anol/viiiP p/Mnnricinn at cn\/f»n rnncpn it i \/n am inn 

acids selected from residues 86-99 of human myelin basic protein as recited in SLQ ID NO:3. 
including residue 91. wherein the L-lysine at position 91 is altered to another amino acid, and 
further comprising altering one to three additional residues selected from residues 86-90. 92- 
96. 98 and 99 to another amino acid. 

74. (NEW) A composition comprising a peptide analogue according to any one 
of claims 30. 45. and 73 in combination with a physiologically acceptable carrier or diluent. 

RLMARKS 

Claims 30-34. 45. 46. 48-50. 73 and 74 are now pending. Claims 1-29, 35-44. 
47. and 51-72 have been canceled without prejudice to tiling a continuation or divisional 
application thereon. Claims 30. 31. and 45 have been amended to clarif> language and or to 
add additional sequence identifiers. Claims 72 and 73 ha\e been added. Claims 72 finds 
support throughout the application including original claim 47. Support for claim 73 can be 
found throughout the specification as filed, as well as within claim 56. The enclosed 
electronic and paper copies of the Sequence Listing include no new matter that goes beyond 
the original application as filed, but are supplied as requested in the Notice to f ile Missing 

r vcN iv>*'iki the original application as Mica. \ppKanN rcspcc I ! ill ■;• -unmit thai ;nc aK-w- 





identified application is now in compliance with 37 C.F.R. 1.821-1.825 and W1PO 
Standard ST. 25. Accordingly, no new matter has been introduced. 



Attached hereto is a marked-up version of the changes made to the 



specification and claims by the current amendment. The attached page is captioned "Version 
with Markings to Show Changes Made". 



In view of the above amendments and remarks. Applicants believe that the 



subject application is in condition for allowance. If the Examiner believes that there is any 
reason the subject application should not pass to allowance, the Examiner is encouraged to 
contact the undersigned at (206) 622-4900. 

Respectfully submitted. 

SEED Intellectual Property Law Group PI LC 



Enclosures: 

Postcard 

Paper Copy of Sequence Listing (3 pages) 
Computer Diskette 

Declaration Regarding Sequence Listing 



701 Fifth Avenue, suite 6300 
Seattle. W ashington OS 1 04-7002 
(206) 622-4000 
Fax: (200) 082-0031 




William T. Christiansen. Ph.D. 
Registration No. 44.614 
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VERSION W ITH MARKINGS TO SHOW CHANGES MADE 

Please amend the application as follows: 



In the Specification : 

Please insert the enclosed "Sequence Listing' immediately after the section of the 
specification entitled "Abstract of the Disclosure" on page 30. 

Please replaee the paragraph beginning at page 2. line 35. w ith the following rewritten 
paragraph: 

The present invention provides peptide analogues comprising at least 7 amino 
acids selected from residues 86 to 99 of human myelin basic protein (SEQ ID NO:3) in w hich 
either L-lysine at position 91, L-threonine at position 95. or L-arginine at position 97 is 
altered to another amino acid. In one embodiment. L-lysine at position 91 is altered and one 
to three additional L-amino acids selected from residues 86. 87. 88. 95. 98 or 99 are altered to 
another amino acid. In a second embodiment. L-threonine at position 95 is altered and one to 
three additional amino acids selected from residues 86, 87. 88, 91, 98 and 99 or 86. 87. 88. 
97. 98. and 99 are altered to another amino acid. In a third related embodiment. L-arginine at 
position 97 is altered and one to three additional amino acids selected from residues 86. 87. 
88. 95. 98 or 99 arc altered to another amino acid. The peptide analogues preferably contain 
double or triple alterations. In preferred aspects of the invention, the peptide analogues have 
altered residues 91. 95 or 97 to alanine and the additional amino acids are altered to the 
corresponding D-form amino acid. 



cither I -Usinc at position l M . 1 -threonine at position 95. or l-arginine at position is 
altered t.* ;in, ohor amino acid, and in addition the Vterminal and ("-terminal amino acids ;uv 
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altered in order to reduce proteolysis upon administration of the peptide analogue. In a 
preferred aspect, the N- and C-terminal amino acids are of the D-form. 

Please replace the paragraph beginning at page 3. line 1 8. with the following rewritten 
paragraph: 

In other embodiments, the peptide analogues comprise at least seven amino 
acids selected from residues 86 to 99 of human myelin basic protein (SLQ ID NO:3) in w hich 
either L-lysinc at position 91. L-threonine at position 95. or L-arginine at position 97 is 
altered to another amino acid and in addition up to three other amino acid alterations are 
made. Any residue within 86-99 may be altered except that in a peptide analogue in which 
residue 9! is altered, residue 97 mav not be altered. Likewise, in a peptide analogue in which 
residue 97 is altered, residue 91 may not be altered. 

Please replace the paragraph beginning at page 3. line 25. with the following rewritten 
paragraph: 

Other embodiments provide peptide analogues comprising at least seven 
amino acids selected from residues 86 to 99 of human myelin basic protein (SEQ ID NO:3) in 
which either L-lysine at position 91. L-threonine at position 95. or L-arginine at position 97 is 
altered to another amino acid. In preferred aspects, residue 91. 95 or 97 are altered to either 
alanine or the corresponding D-amino acid. 

Please replace the paragraph beginning at page 3. line 34. with the following rewritten 
paragraph: 

f urther aspects of the present invention provide methods of treating multiple 
sclerosis by administering to a patient a therapeutically effective amount of a pharmaceutical 
composition comprising a peptide analogue comprising at least seven amino acids selected 
from residues 86 to 99 of human myelin basic protein (SLQ 11) \():3) in which residues 91. 
95 or 97 are altered to another amino acid. Additionally, one to three additional amino acids 
may be altered or the N- and C-ends are altered to reduce proteoly sis upon administration. 



i s| u 1 1 ) \( >: S. i I. m' nun Kin my dm basic pt\ »icin. 
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Please replaee the paragraph beginning at page 5. line 28. with the following rewritten 
paragraph: 

"Human myelin basic protein" ("MBP") refers to a protein found in the 
cytoplasm of human oligodendroglial cells. The nucleotide sequence and predicted amino 
acid sequence of human MBP are presented in Figure 1 (SHQ ID NOS: 1-2). Although not 
depicted in f igure I. different molecular forms of human myelin basic protein generated by 
differential splicing or post-translational modification are also within the scope of this 
invention. 



Please replace the paragraph beginning at page 6. line I 8. with the follow ing rew ritten 
paragraph: 

As noted above, the present invention provides peptide analogues comprising 
at least 7 amino acids selected from residues 86-99 of human myelin basic protein (SliQ ID 
NO:3) and including an alteration of the naturally occurring L-lysine at position 91, 
L -threonine at position 95, or L-arginine at position 97, to another amino acid. In one aspect, 
the peptide analogue includes additional alteration of one to three L-amino acids at positions 
86. 87. 88. 91, 95. 97. 98 and/or 99 of human myelin basic protein as long as 91 and 97 are 
not both altered in the same peptide analogue. In another aspect, the peptide analogue 
additionally has the N-terminal and C-terminal residues altered to an amino acid such that 
proteolysis is reduced upon administration to a patient compared to a peptide analogue 
without these additional alterations. In a further aspect, the peptide analogue of MBP 
comprises at least seven amino acids selected from residues 86-99 (SHQ ID NO:3) and has 
one of the residues at position 91. 95 or 97 altered to an amino acid not present in native MBP 
protein. In addition to such single alterations, one to three additional alterations of 
residues 86 to 99 may be made, as long as residues 91 and 97 arc not altered in the same 
peptide analogue. 

Please replace the paragraph beginning at page 8. line 27. with the following rewritten 
paragraph: 

Peptide analogues within the present invention should (a) compete for the 
binding of MBP (87-99) (residues 87 to 99 of SliQ II) N():2) to MIIC: (b)not cause 
proliferation of an MBP (87-99)-reaetive T cell line: and (c) inhibit induction of experimental 
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Jjl t he Claims : 

Please cancel claims 1-29. 35-44. 47. and 5 1-72. without prejudice. 
Please amend the claims as follows: 

30. (Amended) A peptide analogue comprising at least seven consecutive 
amino acids selected from residues 86 to 99 of human myelin basic protein as recited in S1;Q 
ID NO:3 . including residue 91. wherein the L-K sine at position 91 is altered to another amino 
acid, and the N-terminal amino acid [and] and/or the C-terminal amino acid are altered to 
another amino acid, such that upon administration of the peptide analogue //; vivo proteolysis 
is reduced. 

31. (Amended) The peptide analogue of claim 30. wherein the N-terminal 
[and] or the C-terminal amino acid is a D-amino acid [acids are D-amino acids]. 

45. (Amended) A peptide analogue comprising at least seven amino acids 
selected from residues 86 to 99 of human myelitic basic protein as recited in SI:Q ID NO:3. 
including residue 91. wherein the L-Iysine at position 91 is altered to another amino acid. 

Please add the following new claims: 

73. (\TAV) A peptide analogue comprising at least seven consecutive amino 
acids selected from residues 86-99 of human myelin basic protein as recited in SI Q II) \():3. 
including residue 91. wherein the L-lvsine at position 91 is altered to another amino acid, and 
further comprising altering one to three additional residues selected from residues 86-90. 92- 
96. 98 and 99 to another amino acid. 



